The author of the published article declined to reply.
Letter to the Editor Human Herpesvirus 8 Strain Variability in Clinical Conditions
Other Than Kaposi's Sarcoma
Zong et al. examined 12 cases of human herpesvirus 8 (HHV-8)-positive Kaposi's sarcoma (KS) and found that all the HHV-8 genomes could be subdivided into three groups called A, B, and C on the basis of nucleotide differences in a small subsegment of open reading frame 26 (ORF26) (9) . Extensive sequence analysis of two further segments of ORF75 provided confirmation of the subgrouping described above. Moreover, on the basis of the sequence analysis of ORF26, 41 further KS cases from the literature could be subgrouped into the same three categories and the analysis of all the 53 KS cases apparently showed that the A variant of HHV-8 predominates in areas associated with classic KS.
It has now emerged that in those areas where classic KS is more prevalent, like Italy (3) and Eastern Europe, HHV-8 infection is not restricted only to patients with KS (1, 2, 4-6). Thus, we would like to refer to our sequencing studies of the subfragment of ORF26 from a series of 11 cases of HHV-8-associated lymphoproliferative disorders (9 human immunodeficiency virus [HIV] negative and 2 HIV positive, all without KS) and of one case of HHV-8-associated interstitial pneumonitis from Italy (Po valley and Sicily) (1, (4) (5) (6) . Sequencing analysis of the subsegment of ORF26 was also performed in five cases of HHV-8-positive classic cutaneous KS (nodular stage) from the same area. Direct sequence analysis was performed by PCR, using a pair of primers derived from the KS 330 233 fragment, as already described (4) . First, we confirm that variant A represents the predominant genotype in classic KS, being detected also in four of our five Italian cases, as well as in one further case of KS from Romania (8). Our study shows, for the first time, that at least 11 HHV-8 genomes identified in pathologic conditions other than KS still fall into the categories proposed by Zong et al. (9) (Table 1 ). The only case in our series with an uncertain genotype shows a nucleotide sequence already described and more closely resembling variant C (9). However, we show that in subjects affected by various types of lymphoproliferations but without KS, variant A apparently does not represent the predominant genotype, while B and C variants are the prevalent ones, even in the areas of Italy where classic KS is more prevalent.
On the basis of these findings, we suggest that the distribution of HHV-8 genomes might be related not only to geographical/ethnic factors, but that within one specific area, like the Mediterranean area, the distribution of HHV-8 genomes might be related to different disease conditions, namely, variant A to KS, while variants B and C relate to disorders other than KS, mainly of a lymphoproliferative nature. On the other hand, the high prevalence of variant A in U.S. patients with AIDS-associated body cavity-based lymphomas (7, 9) may simply parallel the high prevalence of such a variant in the HIVinfected population from the United States, but it may also reflect a possibly higher transforming potential of variant A. Relevant to this, the vast majority of our lymphoproliferative disorders harboring variants other than A are not fully malignant ( Table 1 ). The possibility is suggested that the unusual distribution of HHV-8 genomes in our series of patients with lymphoid disorders may reflect different biologic properties and/or a different cell tropism among the three variants identified so far. Further studies on larger series of patients are warranted to clarify the distribution of viral variants not only in different areas of the world but also in different clinical conditions associated with HHV-8 infection. HIV-negative interstitial pneumonitis 1 C ? (C3T at nt 1086) 6 a Three cases from reference 7 were also associated with KS. In one case from reference 9, an A/C variant was present.
